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REMARKS 
telephone conversation on March 12, 2002. 

containing sample."' presented "a preponderance of 

Respec.fully ; Ap pl icant S disa r ee.TheExammerha,noU. 

descriptionofmeinventiondefinedbyttneclarms (M.P.E.P. 2163. 
specification discloses on page 3, lines 21-23, that 

molecule to be assessed, 
tatendedtoencontpassnucleicacrdsamplesforwhtchttee 
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n g im Amendments 

Claimsl 12 14, 24, 28,3!, 42, 44, 46, 47, 48, and 49 have been amended to more 

fcrtheclaim amendment canbe found ti™ghout the Specification, for example page 3, hues 
21-24 pa g e3,lin e s 8-13; page 15, lines >l-25 ; page 26, ,me 14 through page 27, hue 2 ; an 
page 19, line 22 through page 28, line 9. No new matter has been added by these amendments. 

Claims 43 and 45 have been caneeled. Claims 42 and 44 have been amended to include 

the recitations of Claims 43 and 45. 


New Claims . , rl • 

New Claims 91-13. havebeen added. Claims 91-131 comprise prevous.y filed Clauns 

claims. 

Ujmii rn.i in-"— V" p—"* 

Claims 1-25 27-36, 38, 40, and 42-49 are rejected under 35 U.S.C. 1 12, second 

matter which applicant regards as the invention, for thereasonsstatedbelowand.ntheOff.ee 
action of paper no. 4. 

A The Examiner states tha, "Claims 1-25, 27 and 42-49 are indefinite over the recitation of 
The Examiner further states that "the portion of the specification Ced by applicant does not 

"^^Respectfully, Applicants disagree. However, solely to advance prosecution, Claims 1, 14, 
42, 44 and 46-48 have been amended to recite the active steps of "detecting" and/or "detect 
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„™ ■ n S 97 ifi 38 40 42-45 and 48-49 are indefinite 

over therecitationofthe terms "analyzing" and 'analyzed .d-1, 14 ' 28 ' 
(OfficeAction page3). The Examiner states that "the portion of the specficafon ted by 

= S = 2 = = «S» 

steps. 

Respectfully Applicants disagree. However, solely to advance prosecutton, datm 
"isolated." 

■ ♦ ♦ c *«t "Claims 42-45 are indefinite over the recitation of the 
n The Examiner states that Claims 4z hj « 

, . ,,^,42 and 44" The Examiner states that "it is unclear as to 
hmitation'proposed pairs' m claims 42 and 44 . 

^attypesofpairsmightbe considered to he 'proposed' pairs, and as to how such pairs 

^to^f^'*^^^^™* tion claims 
ReS pectfull y ,Applicants disagree. However, solely to advance prosecution, Claims 

42 and 44 have been amended to delete "proposed." 

• t ♦ , that "Claims 42-45 are indefinite over the recitation of the term 
E The Examiner states that Claims <*z <*j tntaei u at 
, • u;™ c 4? and 44" The Examiner states that 
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42 and 44 have been amended to delete "candidate." 

• , that "Claims 42-45 are indefinite over the recitation of the phrase 

t? The Fxaminer states that L-iaims ^tj" . 

— : === 

iJorphismm^^^^^^^ 
distribution, wherein accepted matches are considered a patr. 

phrase — ^^""^T 

distributions' to determine expectations" (Office Action, page 7). 

C 1 aims43and45havebeencance 1 ed.C,aims42and44havebee„amended.or« 1 , 

skilled artisan is well-versed in the useof such statistical tools. 
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Applicants request the rejection be withdrawn. 

U.S.C.^asbemgc.ear^^ 
obtaining amplification products taught by Ui 

.•obtaimnganon-PCRamphndn Gu et a , do no. teach obtaining a no„-PCR 

a.npUf.ednucleicacid-contain.ngsample. 1Q2 Reconsideratio „ 

dataedtnvention.particuiarly as amended, as reared under 35 U.S.C. 1 
and withdrawal of the rejection are respectfully requested. 

fi 7 19 20 MTLandJOmderJSJJJ^JlOMa) 
SsiscticflSiaarms^ ^~^7(JSC 103(a) as being 

™ • «(i 7 19 20 36 38, and 40 are rejected under 35 U.b.t-.liuw 
Clanns 6-7, 19 20, 36, , ^ ofLandegren « a/. 

unpatentableoverGu^/. (BioTec^ues 24(5).836-837 [ j 4 

w 8 V769-776[8/1998]),forreasonsstatedmtheOfficeActionotp p 
(Genome Res. 8(8).769 77 [ J ^ daims encompa ss 'obtaining' in any 

(Office Action, page 9). The Examine ..ralccordingly, methods in which 

m „type„f .nucleicacid-containingsamplc andthat » claims „ 
■obtatatag- is achievedby steps including amplification are encompassed by the p 

(Office Action, pages 10-U)^ 47 ^48 have been amended to recte 

AppBcant8noteU>atClainisl,14,28,46,4/ano 

24-25, 27-29, 31-32 and 46-49, particularly as amended. S.nce Clann 
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anncipateorrenderobviousClaims 6-7, 19-20, 36, 38 and 40. 

Moreover, the addition of Landegren etal. does not remedy the defects of Gu et al. As 

me ,hods rec.uirePCRarnpHficationofknown.^et sequences. Thus, the teachtngsof 
necessary component of SNP discovery methods prior to the subject invention. Therefore 

non -PCR ampUflednudeicacid-containing sample. Thus, Landegren^. and CW.dono, 
pr0 vide the teaching or suggestion to make the claimed combination, do not orovtde the 

suggest all claim limitations of Applicants' invention, as required under 35 U.S.C. §103. 
Reconsideration and withdrawal of the rejection are respectfully requested. 

Cairns 5 and 18 are rejected under 35 U.S.C. 103(a) as being unpatentable over Gu e, al. 
invie wofWu^/.(^8(2):135-142 [ 1989 1 ), for the reasons stated m the Office Acttonof 

acid-containing sample"' and that "[ajccordtngly, methods in which 'obtaining ,s achteve by 
steps mcludingamplificationusing'specificPCRpnmers' are encompassed by the present 

claims" (Office Action, page 12). 

Apphcants note that Claims 1,14, 28, 46, 47 and 48 have been amended to reate 

"obtainingano^PCRampHf^^ 

described above, Gu e, al. does not anticipate or render obvtous Claims 1-4, 8-10, 12-17, 21-2 , 
2 4 25 27-29 31-32 and 46-49, particularly as amended. Since Claims 5 and 18 tncorporate a., 

render obvious Claims 5 and 18. 

The addition of Wu e, al. does not remedy the defects of Gu * a,. As stated ,n the 
moment filed March 13,2001, Wu does not teach a method for identifying new 
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polyrnorphrsmsbyanalysisof^^ 
m e,hodforde,ectingaco,^ 

- — ^ ddon 77t u re s T* 

expectationofsuccessifoneofor^^ 

F ^e m o re ,even if o„eofo rd i»a ry s k mwe ret ouseR N Ain*e m e t hodsofG U « a /«he 
requested. 

Claims 11 23, and 30 are rejected under 35 U.S.C. 103(a) as being unpatentable over Gu 
* a, mviewofBonn* al. (U.S. Patent No. 5,585,236), for the reasons stated m the Office 

encompass 'obtaining' tn any manner any type of 'nucleic acid-containing sample and that 

•specific PCRprimers'areencompassedbythepresentclaims-tOffice Action, page 13). 

Applicants note that Claims 1, 14, 28, 46, 47 and 48 have been amended to rec.e 
"ob,ainmgano„.PCR a mp~^^ 

described above, Gu e, al. does not anticipate or render obvious Claims 1-4, 8-10, 12-17, 21-22 
4 25 27-29 31-32 and 46-49, particular* as amended. Since Claims U, 23 and 30 mcorporate 

renderobviousClaimsll,23and30. 

ThcadditionofBonn^/.docsnotremedythedefcctsofGu^^.WhrleAppl.eantsdo 

notconcedethatoneofordinarysicil.intheartwomdhavebeenmotiva.ed.ocomb.neme 
moS t the combination would result in isolating nucleic acd fragments usmg HPLC m the 
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.imitations of Applied' invention, as requtred under 35 U.S.C. §10 
withdrawal of the rejection are respectfully requested. 

Onceagain,ApplicantsnotethatCla 1 msl,14,28,46,47an 
oarticularly as amended. Since Claims ^ v 

o..,:.. T - r= rr=: 

limitations of Applicants' invention, as required under 35 U.S.C. ^5. 

invention. Reconsideration and withdraw* of«here3ection are respectfaHy requested. 
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CQNCLUSIQN 

^ewoftheaboveamendment s m d re^ks, i, is beUeved *at aU claims axe in 
Examiner is inv,ted to call the undersigned at (978) 341-0036. 

SS U bS;smith &R eynolds,p.c. 

By ^2^ 

Brian P. Tuk&io 
Registration No. 50,734 
Telephone: (978) 341-0036 
Facsimile: (978)341-0136 


Concord, MA 01742-9133 

Da,ed; ML^t^rL 
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Twr AUTran TTP VFPST^N ™ AMENDMENTS 


CkimAmen^^ 

! (T W1 ceAmended)Amethodfor»^ 

from nucleic acid molecules in a sample, [by analyzing a subset of the molecules,] 
consisting essentially of the steps of: 

a obtaining a non^CB^SEiified nucleic acid-containing sample; 

b treating the nucleic acid molecules in said sample to produce a reduced 

representation of nucleic acid fragments [selected] isolated in a sequence- 
dependent manner by a method comprising: 

i. fractionating said nucleic acid molecules to produce nucleic acid 
fragments; and 

ii [selecting] isolating a subset of said nucleic acid fragments, 

wherein either(i) or (ii) or both (i) and (ii) are performed m a sequence-dependent 


12. 


manner; 

e [analyzingthereducedrepresenMionto identify] detecting pairs of ftagments 

from the same chromosomal location iM^i^mrsmmm, wherem pars 
of fragments from the same chromosomal location are orthologous sequences; and 
d. eomparing [pairs of] orthologous sequences to [identify] detect polymorphs 

between said sequences, 
thereby [identifying] detecting a collection of polymorphisms. 

(Amended) The method of Claim 1, wherein step (b)(ii) is performed by [selecting] 
^nucleic acid fragments which hybridize to [selected] i^d addttional nucletc 
acid sequences. 
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49. 


companng [pair, of] orthologous sequences to [identify] dejset polymorphisms 
between the orthologous sequences; 

obtaining a second nucleic acid-containing sample from an individual to be 


assessed; and 

[analyzing said second nucleic acid-containing sample to assess the genotype at 
one or more polymorphisms identified in (d), 
thereby genotyping a nucleic acid-containing sample from an mdividual to determmc] 
deje.mmmgthe nucleotide present at one or more polymorphic sites 
^^^^^^c^^^ sam ple from ^njnvidual- 

(Twice Amended) A method according to Claim 48, wherein the second nucleic acid- 
containing sample is a sample which has been treated by a method compnsmg: 

i. fractionating the nucleic acid molecules in said sample to produce nuclei 
acid fragments; and 

ii [selecting] isolating a subset of said nucleic acid fragments; 

wherein erther (i) or (ii) or both (i) and (ii) are done in a sequence-dependent 

manner. 


